Supplemental Figures Supplemental Figure 1: Gating strategy for sorting CD4 + T FH and non-T FH memory T cells from lymph node (or spleen) mononuclear cells. T FH and non-T FH CD4
+ memory T cells from lymph nodes were sorted as shown in the figure (elite controller monkey Rh26081). Briefly, the live, singlet, small CD4 + memory T cell population (CD3 + CD4 + CD95 + ) was sub-divided based on PD-1 and CD200 expression using the designated gates. Equivalent numbers of sorted cells (10 5 cells in this example) were co-cultured with target cells (CEMx174 cell line, 10 5 cells) for 13-36 days. Expression of SIV-Gag p27 + in CEMx174 cells was detected by flow cytometry after intracellular staining cells with anti-CD3, anti-CD4, and anti-Gag p27 antibodies. 
cells (T FH ).
Triple confocal microscopy (CD4 vs. PD-1 vs. CD200) of representative lymph node sections from two SIV-infected EC monkeys (Rh24827 and Rh26623). CD4 + T cells co-expressing PD1 and CD200 appear white in the merged images (far right panels; F = B cell follicle; TZ = T cell zones). CD20 confocal microscopy was performed on separate (subjacent) sections to definitively identify the B cell follicles. Note that white-colored (CD4 + , PD-1 + /CD200 + ) cells are found only in B cell follicles (F), not in TZ. These cells are the in situ correlate of the CD4 + , PD-1 high /CD200 high T FH population identified by flow cytometry. Scale bars = 50µm. + memory T cell subsets were co-cultured for 17 days with CEMx174 cells and analyzed as shown in Suppl. Fig. 1 . The plasma viral loads of these monkeys are shown in Fig. 1a . Note that restriction of replication-competent SIVmac239Δnef to CD4 + T FH occurred more rapidly in Rh25653 (by day 91; Fig. 1c ) than in Rh25714 (after day 91; above) in keeping with the earlier control of viremia in Rh25653 (day 84 plasma viral load = 900 copies/ml) vs. Rh25714 (day 84 plasma viral load = 10,000 copies/ml).
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Supplemental Figure 5:
In situ analysis of productive SIV infection in elite controller lymph nodes. The figure shows a representative confocal micrograph of a lymph node section from an additional elite controller monkey (Rh26081) with detectable SIV RNA signal. To delineate SIV RNA + cells, B cell follicles, and CD8 + T cells in lymph nodes, the section was in situ-hybridized for SIV RNA (green) and double-stained with anti-CD20 (white) and anti-CD8 (red) antibodies and the image was acquired as described in Methods. 
non-T FH memory T cells obtained from both lymph node and spleen of EC monkeys after CD8
+ lymphocyte depletion. Among the 7 EC monkeys that were given anti-CD8 antibody in this study (as described in Fig. 4) , one each was necropsied at day 10 (Rh27033) and at day 136 (Rh26081) post-CD8 + lymphocyte depletion, allowing comparison of the levels of productive SIV infection in lymph node-derived vs. splenic CD4 + memory T cell populations. CD4 + memory T cell subsets were therefore isolated from both the axillary lymph nodes and spleens of these 2 monkeys and graded numbers of these cells (10 3 , 10 4 , and 10 5 ) were co-cultured with CEMx174 cells for 17 days and analyzed as shown in Suppl. Fig. 1 . The percentage of SIV-Gag p27 + in CEMx174 cells is shown in each profile. Note in Rh27033 that 10 days after the initial dose of anti-CD8 antibody (the peak of CD8 + lymphocyte depletion), replication-competent SIV can be isolated from all CD4 + memory subsets from both lymph node and spleen. Similarly, note in Rh26081 that 136 days after the initial dose of anti-CD8 antibody, at which time CD8 + T cell numbers have stably reconstituted, the restriction of replication-competent SIV to CD4 + T FH also applies to both lymph node-derived and splenic CD4 + memory T cell populations. 
Supplemental Figure 8: Gating strategy to isolate T FH , T CM , and T TrEM CD4 + T cell subsets from lymph node mononuclear cells (used in analysis of Cohort #2 cART-treated monkeys). T FH and non-T FH T CM and T TrEM CD4
+ memory T cells from lymph nodes were sorted as shown in the figure (cART-treated monkey, Rh27832) . Briefly, the live, singlet, small CD4 + memory T cell population (CD3 + /CD4 + /CD95 + ) was sub-divided based on PD-1 and CXCR5 expression using the designated gates. The PD-1 low /CXCR5 low cells were further divided into T CM (CD28 + CCR5 -CCR7 + ) or T Tr/EM (CD28 −/+ CCR5 + CCR7 -) based on CD28, CCR5 and CCR7 expression. Note that the CXCR5 high PD-1 high CCR7 -subset is essentially identical to the CD200 hi PD-1 hi subset. It is also noteworthy (lower left panels) that there are very few, if any, CD8
+ memory T cells with T FH -like phenotype (CXCR5 high /PD-1 high ). However, a small proportion of CD8 + memory T cells (15.1 ± 1.4%, n=10) do express low-level, cell-surface CXCR5, which may endow this subset with some follicular homing capability 1 . Table 2 ) in which CD20 + B cells (white) and CD8 + T cells (red) are simultaneously delineated (double-stained). Note the sharp demarcation of the B cell follicle borders, and the relative paucity of CD8+ T cells within the B cell follicles compared to the adjacent T zones, both findings indicating that follicular structure is intact in the lymphoid tissues of these virally suppressed monkeys.
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Supplemental *: monkeys used for the CD8 depletion experiment; **: MHC-I shows known protective haplotype (A01, B08, or B17); pVL: plasma SIV RNA copies/ml; ND: not determined Supplemental Table 2 . Plasma viral loads (pVL) of monkeys that received combination antiretroviral therapy (cART)
